. Sequence alignment of Har-1 orthologs. ClustalW2 was used to align sequences using the setting shown. Supplementary Figure 2 . Sequence alignment of Spg-7 orthologs. ClustalW2 was used to align sequences using the setting shown. Supplementary Figure 3 . Glycolytic inhibitors did not protect wild type worms from the hemiasterlin analog. Approximately 400 synchronized N2 L1 larvae were grown in liquid culture in the presence of increasing concentrations of the glucose analogs alone or the analog plus 1.3 µM of the hemiasterlin analog. After 3 days of culture, healthy, morphologically normal and mobile L4 and adult worms were counted. Worms exposed to 1.3 µM hemiasterlin analog alone die or develop as paralyzed and dumpy animals. In contrast to inhibitors of mitochondrial respiration, which rescued wild type worms from hemiasterlin, inhibitors of glycolysis could not protect wild type worms from hemiasterlin. Three wells were scored for each concentration, and average values are graphed with SEM. For most concentrations tested, the error bars are smaller than the symbol that indicates the data point. The experiment was reproduced twice.
Supplementary Figure 4.
Resistance to the hemiasterlin analog does not correlate with hypersensitivity to paraquat. Some drug resistant mitochondrial mutants are hypersensitive to paraquat but har-1 and isp-1 worms are not. isp-1 mutants are highly resistant to the hemiasterlin analog and also resistant to paraquat. Data represent the paraquat concentration that kills 90-100% of larvae within 5 days of exposure. Three wells were scored for each concentration, and average values are graphed with SEM indicated. Each experiment was reproduced independently three times.
Supplementary Figure 5.
Hydrogen peroxide production by wild type N2 and mitochondrial mutants does not significantly differ. Synchronized L1 larvae were grown for 2 days on agar dishes until the majority of animals become L4 and young adults, and hydrogen peroxide production was measured by an amplex red assay as described in Materials and Methods. Data are presented as amount of H 2 O 2 produced in 1 hour by wild type worms and mitochondrial mutant strains. Average values of two independent experiments performed on different days were graphed and the SEM is shown. By two-tailed T test, compared to wild type, each of the mutants has P>0.05. 
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